The incidence of spontaneously occurring ventricular septal defects (VSD) in PIKA neonates and its fate during development are investigated.
Puget [13] introduced
Pika (Ochotona rufescens rufescens) for the first time as a new experimental animal.
Nomura, Director of the Central Institute for Experimental Animals noticed this and obtained several pairs of this animal through the courtesy of Puget in 1974. Following the successful breeding of this animal by Matsuzaki [7] , Nomura pushed forward the joint study on teratogenicity of several drugs which was conducted under the collaboration of 23 toxicological research institutes. During the progress of this study, it was revealed that in many institutes, the term fetuses of the vehicle treated control animals showed a high incidence (near 8%) of spontaneous ventricular septal defect (VSD) [8] .
The purpose of the present study is to confirm whether or not such a high incidence is shown in the non-treated fetuses of this animal species and, as the supplement of the study, to examine the early postnatal history of this defect.
Materials
and Methods
During the breeding of Pika in the Central
Institute for Experimental Animals of Japan as mentioned by Matsuzaki et al. [7] , 3 groups of animals, that is, live neonates, 3-week-old live animals and the animals which had died during the first two weeks after birth, 160 cases in total, were singled out non-selectively from the colony and used for the present study.
The live animals were chloroformed and sacrificed.
The body cavities were opened and the entire animals were fixed in 7000 ethylalcohol to be examined for any defect under the binocular dissecting microscope.
For cardiovascular examination, we adopted the modification of Barrow's method as is described by Nishimura [9] since this method seemed to offer the more close view of the ventricular septum than the Wilson's method [15] . After removing the anterior chest wall, thymus, lungs and diaphragm were observed. Then, the thymus was carefully removed and attention was paid to the bif urcations of the great vessels and external view of the heart. Next, the right and left auricular appendages were cut by the ophthalmologist's scissors and the atrial septum was closely checked from both sides.
The heart was then taken out and the orifice of the coronary artery. A few cases had slit-like openings.
Such defects were located just below the semilunar valve of the aorta and between the right coronary cusp and the non-coronary cusp of the valve. One case had a relatively large defect in the middle of the membranous trinagle (Fig. 1) and dead neonates in the present study. Also, the fact that in some other species such as the dog and the human, spontaneous closure of VSD in the early postnatal stage has been occasionally found, strengthening the second possibility. Examples of the spontaneous closure are as follows : Breznock [2] described two cases of spontaneous closure among 20 dogs which occurred within 15 months after successful surgical occlusion of PDA (patent ductus arteriosus) and estimated that the process of the closure could be hypertrophy of the muscle of interventricular septum. In humans, spontaneous closure of isolated VSD is now well documented [3, 14] .
The authors presumed that the closure occurred by self-adherence of the tricuspid valve or by ingrowth of fibrous tissues.
According to Li et al. [6] , the frequency of complete postnatal closure of the ventricular septum in humans was 25%; 57% of such cases took place before 3 years of age and 89% under 8 years of age. Such examples seem to suggest that in many animal species, spontaneous closure of VSD in early postnatal stage may be found if careful examination is conducted. It can be concluded that the close consecutive postnatal observation of the heart is important in teratological study, especially when testing for reproductive hazards.
